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Solid-phase synthesis
• A solid-phase method for the synthesis of 6-methyl-1,3-disubstituted uracils that
starts with the reaction of resin-bound amino acids with diketene in acetic acid has
been devised (Wahhab and Leban, Tetrahedron Lett., 2000, 41(10), 1487-1490).
• A three component synthesis of 3-aminoimidazo[1,2-a]pyridines has been carried
out on a solid-phase support and, following acid-catalysed cleavage, the products
were subjected to a reductive alkylation (Blackburn and Guan, Tetrahedron Lett.,
2000, 41(10), 1495-1500).
• Resin bound α-amino acids were used in the multi-component synthesis of 1,4-
benzodiazepines or ketopiperazines (Hulme et al., Tetrahedron Lett., 2000, 41(10),
1509-1514). The benzodiazepines offer five points of structural diversity from a
two-step reaction sequence.
• 2-Fluoropyrimidine has been demonstrated to be an efficient reagent for the solid-
phase synthesis of N-aryl- and N-alkyl-N-pyrimidin-2-ylamines (Gibson and
Kessler, Tetrahedron Lett., 2000, 41(11), 1725-1728).
• Supported secondary aliphatic amines have been N-benzylated with benzyl alcohols
using the Mitsunobu conditions (Zaragoza and Stephensen, Tetrahedron Lett.,
2000, 41(11), 1841-1844).
Solid-phase reagents
• Microgel-supported oxazaborolidines have been prepared and used as catalysts in
the enantioselective reduction of prochiral ketones (Schunicht et al., Tetrahedron,
2000, 56(12), 1693-1699). These reagents give good selectivities and can be
removed by ultrafiltration.
Novel linkers
• Polymer-bound glycerol has been employed as the linker in the solid-phase
synthesis of steroidal ketone derivatives (Maltais et al., Tetrahedron Lett. 2000,
41(11), 1691-1694). Compounds were attached to and released from the resin by a
mild transketalisation reaction, allowing the preparation of compounds with two
positions of structural diversity.
• Support bound thioesters, prepared from heating thioamides with Merrifield resin
in aqueous DMF, have been reacted with borohydride or organometallic reagents
to generate alcohols, ketones or lactones (May et al., Tetrahedron Lett., 2000,
41(10), 1627-1630).
Novel library building blocks
• A new set of orthoganol-protecting groups for hydroxy and amine functions of
aminosugars have been employed in the synthesis of oligosaccharides on a
methylpolyethyleneglycol support (Zhu and Boons, Tetrahedron: Asymmetry,
2000, 11(1), 199-205).
• An improved synthesis of a galactosylated hydroxylysine intermediate has been
reported and used in a solid-phase glycopeptide synthesis (Holm et al.,
Tetrahedron, 2000, 56(11), 1579-1586).
• Oligoureas have been prepared on solid-phase using Fmoc-protected O-
succinimidyl activated carbamate monomers (Guichard et al., Tetrahedron Lett.,
2000, 41(10), 1553-1557).
Library applications
• In order to develop probes for the hormone binding domain of the estrogen
receptor, novel substituted estrogens have been prepared on solid-phase by Stille
coupling (Lee and Hanson, Tetrahedron, 2000, 56(12), 1623-1629).
• A general and versatile solid-phase route to unsymmetrical diamide libraries has
been used in the search for potential osteoclast vacuolar ATPase inhibitors
analogues (Edvinsson et al., Bioorg. & Med. Chem. Lett., 2000, 10(5), 503-507).
Attachment of aromatic amines to Rink chloride resin allowed linking of the
compounds without necessitating any additional functionality.
• Parallel solution-phase chemistry has been used to prepare a series of subtype-
selective NMDA receptor antagonists for the potential treatment of Parkinson’s
disease (Gregory et al., Bioorg. & Med. Chem. Lett., 2000, 10(6), 527-529).
• Novel peptide-dye conjugates, potentially useful as fluorescent contrast agents
targeted to tumour-specific receptors, have been prepared on a modified cellulose
membrane and released from the membrane as free acids (Licha et al., Tetrahedron
Lett., 2000, 41(11), 1711-1715).
